Disulfide bond disrupting agents activate the unfolded protein response in EGFR-and HER2-positive breast tumor cells

SUPPLEMENTARY DATA
Synthesis of DDAs
General Methods: Reagents and solvents were purchased from commercial sources and used without further purification unless otherwise specified. 1 RBF3 and DTDO were synthesized as described in our previous publication [1] . NMR spectra of the synthesized compounds are shown in Supplementary  Figure 2 .
A. Bn-DDA: To a stirring solution of benzene-1,3,5-triyltrimethanethiol (150 mg, 0.693 mmol) and DTDO (475 mg, 3.12 mmol) in MeOH/THF 2:1 (6.3 mL) at 0 °C, a solution of NaOMe (freshly prepared from 48 mg of Na 0 and 1.5 mL of MeOH) was added dropwise over 15 min. The reaction was allowed to stir for an additional 15 min at 0 °C and acetone was added to form a precipitate, which was subsequently collected by filtration and washed with acetone. The crude material was redissolved in a minimal amount of MeOH and acetone was added until turbidity was apparent. The solution was centrifuged, the supernatant was collected, and more acetone was added to induce precipitation. The resulting solid was then collected by filtration, washed with acetone, and dried under vacuum to afford the product (391 mg, 0.529 mmol, 76% yield) as a white solid. 1 B. PEMP-DDA: To a stirring solution of pentaerythritol tetrakis(3-mercaptopropionate) (382 μL, 1.00 mmol) and DTDO (670 mg, 4.40 mmol) in EtOH/ THF 3:1 (12 mL) at 0 °C, a solution of NaOMe (freshly prepared from 92 mg of Na 0 and 3 mL of MeOH) was added dropwise over 15 min. The reaction was allowed to stir for an additional 15 min at 0 °C, after which acetone was added to form a precipitate. The precipitate was collected by filtration, washed with acetone, and then redissolved in a minimal amount of MeOH. Acetone was added until turbidity was apparent, the solution was centrifuged, and the supernatant was collected and more acetone was added to induce precipitation. The resulting solid was then collected by filtration, washed with acetone, and dried under vacuum to afford the product (944 mg, 0.796 mmol, 80% yield) as a white solid. 1 cis-and trans-DAcDTDO were prepared from dithioerythritol (DTE) and dithiothreitol (DTT) using similar procedures to those described by Field and Khim [2] .
C. cis-DAcDTDO: 
